Study selection
Studies were selected if patients were diagnosed with mood disorder (primarily bipolar disorder and recurrent unipolar disorder), lithium was compared with placebo as maintenance treatment, and follow up was >3 months. Trials that had lithium combined with another treatment, had unsound diagnoses, were categorised as awaiting assessment, or were discontinuation studies were excluded.
Data extraction
2 reviewers independently extracted data on patient characteristics, intervention details, and outcome measures. 2 different reviewers independently assessed study quality using the Cochrane Criteria for quality assessment and the Jadad scale. Main outcome was relapse (as defined by the authors).
Main results
Of 9 studies (n=825) that met the inclusion criteria, 3 studies (n=412) were in patients with bipolar disorder and 3 studies (n=196) were in patients with unipolar disorder. This abstract does not include results from 4 studies with mixed diagnoses of mood disorder. Patients were followed until relapse or for a period of 11 months to 4 years. Lithium concentrations were reported in 8 of the 9 studies and ranged from 0.5 to 1.4 mmol/l. In patients with bipolar disorder, lithium was more effective than placebo for preventing all relapses (table). Lithium was not more effective than placebo for preventing all relapses in patients with unipolar disorder, or for preventing manic and depressive relapses in patients with unipolar or bipolar disorder (table).
Conclusions
Lithium is more effective than placebo for preventing all relapses in patients with bipolar disorder. Lithium is not more effective than placebo for preventing all relapses in patients with unipolar disorder, or for preventing manic and depressive relapses in patients with bipolar or unipolar disorder. 
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COMMENTARY
This well designed review by Burgess et al addresses an important clinical question, given the recurrent nature of mood disorders. The question they ask is controversial because results showing fewer relapses in patients on lithium maintenance treatment have been criticised for bias from the effect of discontinuation. 1 In discontinuation studies, patients who were stable on lithium for a period of time were randomised to continued lithium or placebo, often leading to an abrupt discontinuation of lithium in the placebo group. Such discontinuation has been associated with a higher rate of relapse in those stopping lithium, 2 resulting in misleading differences between the 2 groups. Methodologically, one of the strengths of this review is that discontinuation studies were specifically excluded, though discontinuation of lithium in a proportion of patients in most of the remaining studies could not be excluded. This approach necessarily limits the number of studies, and hence the number of patients, included in the review, and the precision of its estimates. The conclusions of the review should be considered with these points in mind.
This review finds that evidence exists to suggest that lithium maintenance treatment reduces the overall risk of relapse in bipolar affective disorder, with 1 relapse being prevented for every 4 patients taking lithium. Whether this effect was driven more by reductions in depressive or manic relapse, or both, is statistically uncertain; the overall relapse prevention is the headline. The place of lithium maintenance treatment in unipolar affective disorder remains unclear; there were only 3 studies to include in the review. Lithium has not become established as a routine prophylactic agent in unipolar disorder. The recommendation is to do more trials.
